s Mavranezouli and colleagues 1 note, the use of a 10-y time horizon for health states for their time tradeoff (TTO) preference elicitation may have affected their results. So why did these authors choose a 10-y time horizon? Proximally, they probably chose this time horizon because one of the important objectives of the study on which the article is based was to generate evidence for a submission to the National Institute for Health and Clinical Excellence (NICE) in England and Wales. NICE recommends the TTO and a 10-y time horizon 2 -the time horizon that was used in the Measurement and Valuation of Health (MVH) study on which the UK scoring function for EQ-5D is based. 3 Distally, the authors probably chose the 10-y time horizon to enhance the comparability between their results and results from other studies. Indeed, the 10-y time horizon has been very frequently used. 4 
MVH PROTOCOL: 10-Y TIME HORIZON
Why might the use of a 10-y time horizon pose a problem? A 10-y time horizon invites respondents to view the health state being described as chronic, a condition that will last for a considerable period of time. Indeed, it is often the case that researchers want to know the value attached to a variety of chronic health states. For many respondents in their 60s and 70s, 10 y is a plausible time horizon. But for respondents in their 80s, 10 y is, in general, too generous, and for those not yet in their 60s, it is much too stingy. The mean age in the sample for the Mavranezouli and colleagues study 1 was 49 y; thus, clearly, the 10-y time horizon was a poor match for many respondents. If you ask people to evaluate something that is unrealistic to them, respondents may not provide fully meaningful responses.
Could the 10-y time horizon matter quantitatively? Stiggelbout and colleagues 5 elicited TTO scores from 3 groups of cancer patients using 3 different time horizons: an approximation of the patient's additional life expectancy and 2 shorter time periods. The TTO scores for the longer time periods were systematically lower than the scores for the shorter time periods.
Similarly, Lin and colleagues 6 investigated the effects of the duration of the time horizon in a study of patients with spinal cord injury. The study randomized patients to provide TTO and standard gamble (SG) scores based on 10-y and 20-y time horizons or 20-y and 30-y time horizons for the patient's current health state. TTO scores, but not SG scores, declined as the time horizon was increased from 10 to 30 y.
In analyses of the MVH data (10-y time horizon), Dolan and Roberts 7 report a systematic quadratic relationship between the age of the respondents and their scores. Scores increase with the age of the respondents up to 45 y of age and then fall slowly, with a more rapid decline in the 70s. This may be evidence that respondents of different ages respond differently to the 10-y time horizon.
Van Nooten and colleagues 4 in an Internet survey asked respondents to provide an estimate of their subjective additional life expectancy (SLE). Respondents were asked to evaluate 3 hypothetical EQ-5D health states with varying levels of morbidity. For SLE .10, results indicated that the number of years respondents were willing to trade was negatively affected by SLE; the longer the SLE, the fewer years they were willing to trade. The number of respondents with SLE \10 was too few for statistical significance, but the sign on SLE \10 was positive; the longer the SLE, the more years they were willing to trade. A possible implication of these results is that 10-y time horizon TTO scores are comparable across studies only if the age distributions of respondents in those studies are similar.
CHOICE OF TTO
NICE strongly recommends the use of the TTO instead of the SG, the other major choice-based technique for eliciting preference scores for health states. Of course, in addition to the assumptions on which the SG is based, the TTO also assumes that individuals have utility functions that are linear in additional years; many criticize this assumption (see, for instance, Garau and others 8 ). Furthermore, in particular in patients with life-threatening conditions, many studies have reported an unwillingness by many patients to trade any time with the TTO. 5, [9] [10] [11] [12] In contrast, in similar situations respondents are often willing to trade risk on the SG.
CHOICE OF MULTIATTRIBUTE PREFERENCE-BASED MEASURE
NICE strongly recommends the use of the EQ-5D. In a pilot study done in the United Kingdom, the Patient-Reported Outcome Measures (PROMs) project in cataract surgery, the EQ-5D was quickly abandoned because EQ-5D scores did not change, whereas scores on a vision-specific measure did. 13 That the generic preference-based measure seemingly did not detect clinically meaningful change when it had occurred adversely affected the credibility of the PROMs program among clinicians. More generally, the proliferation of mapping studies (see, for instance, Brazier and others 14, 15 )-the development of algorithms to predict EQ-5D scores using data from disease-or condition-specific measures-may be in part a results of investigators either having evidence that the EQ-5D is not responsive in that clinical context or suspecting that it will not be and therefore omitting it from the study. Of course, the relative lack of responsiveness of generic measures when compared with specific measures is not unique to the EQ-5D. 16, 17 A TRADEOFF BETWEEN COMPARABILITY AMONG STUDIES AND THE BEST AVAILABLE SCIENCE?
The guidelines promulgated by NICE and other health technology assessment regulatory agencies are meant to enhance comparability of utility scores across studies. NICE's assumption is presumably that if all studies use the EQ-5D, or for those studies that engage in the direct elicitation of preference scores, the 10-y time horizon TTO, then if results differ it is because the health outcomes really differ. Indeed, using guidelines to enhance comparability and thus the interpretability of study results is a worthy goal. But there is a risk of premature and inappropriate standardization. If the 10-y time horizon is implausible for many respondents, the validity of the resulting scores may be in doubt. Furthermore, if a widely used generic preference-based measure is chosen to enhance the ability to make comparisons to other studies, but that measure has inferior measurement properties relative to other generic preference-based measures in the relevant area of application-say, because of substantial floor or ceiling effects or attenuated responsiveness-then neither internal validity nor external generalizability are well served. [18] [19] [20] Perhaps instead, measures should be chosen on the basis of relevance and their track record in the context of the study at hand. As noted above, using the EQ-5D instead of a preference-based measure that explicitly includes vision might lead to the underestimation of the gains in health-related quality of life associated with cataract surgery. 21 Because hearing is explicitly included in the Health Utilities Index Mark 3 (HUI3) and hearing is not included in EQ-5D, HUI3 has often been shown to be more useful in studies of cochlear implants. 22, 23 In a study of epilepsy, Langfitt and colleagues 24 indicate that despite the floor effects associated with the Short-Form 36 and Short-Form 6D, the inclusion of social interaction in the short-form measures makes them more useful than a number of other preference-based measures, including EQ-5D and HUI3.
HOW IMPORTANT IS ''STRICT'' COMPARABILITY?
Clearly, all other things being equal, comparability is desirable. The guidelines for the economic evaluation of health care services specified in a number of other jurisdictions, including Australia, 25 Canada, 26 and the United States, 27 are, in general, less prescriptive than the guidelines specified by NICE. For the direct elicitation of preference scores, a choice-based technique is recommended, typically the SG or TTO. In general, investigators can choose among established preference-based measures. In practice, this eclecticism does not appear to have adversely affected decision making and comparability. In reflecting on the experience of the Ontario Drug Benefit Program's Drug Quality and Therapeutics Committee, Andreas Laupacis, MD, notes that ''the subtleties of economic evaluation do not play an important role in decision making.'' 28(p45) Instead, the evidence on effectiveness and estimates of the order of magnitude of cost-effectiveness are the focus of deliberations.
28,29

HOW TO COMPLY WITH REGULATORY GUIDE-LINES AND SERVE SCIENCE SIMULTANEOUSLY?
There is a well-established tradition of sensitivity analyses in health technology assessment and economic evaluation. One approach might be for investigators to do one version of the study/analyses that is compliant with the regulatory guidelines and another version based on the best currently available science. Clearly, this is more feasible if both approaches call for the same type of primary data collection. If both approaches provide similar answers, decision makers can be more confident. If the answers diverge importantly, then decision making becomes more challenging. Furthermore, there may be clues on how the science can be improved. Of course, such an approach might invite gaming behavior by the advocates for new health care technologies. Nonetheless, if the science of evaluation is to improve over time, in the long run we are probably better served by using the best available science and then critically evaluating it. Higher-quality evidence will serve both decision making and science.
